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135. (AmOTded) A pharmaceutical composition comprising a coin^ation a x 
''jJotessium channel activator, said potassium channeTactivator being 

^^||^aanylyl tyclase, formulated in^i^phannadeutically acceptable solution together witfi a ; v^"^if^^^ 
♦j ?^^^^^>%medicaht for delivery by in^vascular infusion o r injection into a manunal. 



153.(Amended) A kit for enhancing the delivery of a medicant to an abnormal 
brain re^on and/or to a malignant tumor, comprising: 

a potassium channel activator, said potassium channel activator being an 

- ^ instructions for usuj^the potassium chaimel activator for enhancing the 

^^^^^^I^I^MiV medicairt to ah i^)<wrmal brain region or to a malignant tumor. 






^ Examiner required restriction, under 35 U.S.C. § 121, and required 

^^c^^^^?^,^^ elect a single iiivention to which the claims must be restricted. The Exainirier # 



designated eight claim groups. 



In response, Applicant elects designated claim Group I (Claims 1-10, 12-24, 48-55, 
57-71, 135-144, and 146-160). 

Applicant has herein canceled Claims 1 1, 25-47, 56, 72-134, 145, and 161, as being 
directed to a non-elected group and has amended Claims 1, 48, 135, and 153, in accordance 
' with Applicant's election, to remove the recitation of . . activators of cyclic GMP- 
dependent protein kinase," which was directed to non-elected subject matter. Other 
amendments to Claims 1, 48, 135, and 153, are to delete Markush language, which is made 
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. / superfluous by Applicant's deletion of" activators of cy^^ "1 
and to otherwise clarify the claims by conforming tiiemio proper English usage ' 



^^^^I^d deletions. 



Applicant's election is made with a complete reservation of all rights imder 35 U.S^©| 



CQ NC LUSIQN 



In view of the above amendments and remarks, it is submitted that tiiis application is ^^-^^^^ 




now ready for allowance. If, m the opmion of the Exanmier, a telephone conference would 



> 4*^^^iv^ - of the subject application, the Examiner is invited to call the 



undersigned attorney at (213) 896-6665. 



Respectfully submitted. 



^11^ AUSTIN BROWN & WOOD LLP 

555 West Fifth Street 
Los Angeles, Cahfomia 90013 
Ofc: 213/ 896-6665 
Fax: 213/ 896-6600 

23066.1 



Nisan A. Steinberg, 
Reg. No. 40,345 
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Please cancel Claims 11, 25-47, 56, 72-134, 145, and 161 without prejudice as being 



!^^¥^^^^*<iirect^ to a non-elected group. Please amend claim 1, 48, 135, and 153, as'fdllows. 
i^M^^^^Mm:^' 1 .(Amended) A method of delivering a medicant to an abnorinal brain region 




Ki^^^#%electively to the cells of the abnormal brain region compared to normal brain regions. 

48.(Amended) A method of delivering a medicant to a malignant tumor in a 

manunalian subject, comprising: 

administering to a mammalian subject having a malignant tumor a potassium 
chaimel activator[ selected from the group consisting of 

(A) ] , said potassium channel activator being an activator[s] of soluble 

guanylyl cyclase[; and 

(B) activators of cyclic GMP-dependent protein kinase], under 
conditions and in an amount sufficient to increase the permeability to the medicant of a 
capillary or arteriole delivering blood to cells of the malignant tumor; and 
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- /.inamammahan subject, comprising; ^ 

v^^^fe-^.^^i^f - administering to a mammalian subject having an abnormal brain region a ^ . ■ 

' potassium channel activator[ selected from the group consisting of F 

- ;^3^i^i^>^^^ (A)] , said potassium chann el activator being an activatbrfsl of soluble ■-^'''^■'-^^^^^^ 

^11^^^ (B) activators of cyclic GMP-dependent protein kinase], :^ ^ 

^ cvK. i under conditions and in an amount sufficient to increase the permeability to the ^ , 

I >^^^^fW^*^t of a capillary or arteriole delivering blood to cells of the abnormal brain region; iii * |ff 



^ administering to the subject simultaneously or substantially simultaneously 

. ; ^th the potassium channel activator the medicant, so that the medicant is delivered 



■mi 



-^4 



i!haiinei^tivat^^ ^[feSi^ht; so that thel 



ngljtaneously.p; 



: cc^is compa^ non-^^^^9Q[aiht cells. 



135. (Amended) A pharmaceutical compasitiori comprising a boin^ 
^^^^^ channel abtii^iai^i^ the gmi^^s|^§t^b ^^ chr 



an activator[s] of soluble guanylyl c>^^i^iiiR4 




'it' ■ 




V? - 1 53.(Amended) A kit for enhancing the delivery of a medicant to an abnornialj|'^M| 

^'f^i^^fe^^^^^ and^^ to a maaignant'tuinor, comprisir^f ^t^^^'-;-^ " ' " ' ^^^^^^^^^^ 

^.v^^iiJ^ii^^^ / a potassium channel activator[ selected JSpm the group coiisisting of ],,.saidj , 

^p^^^^tiiMvBn channel activator being ^ activator[s] ofioiub|ejgu^ cyclase[^d actiy^ 

instructions for using the potassium channel activator for erihaikmig the^.^S|^ 
; to an abnormal brain region ti' to -f^-^^^^^J^ J^^ 
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